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) 7-fe^;i/] -L-AU;i/-N- (3,3-i;7^D-4-'<>^7$;- 

4-^^pv^;i/) -L-^nu>7^F 

[0 0 7 7] 

S- [2- (3-3t7/l/#*S/*^/l/-2, S-^^rV-l-'fS^yUS?-^ 

) 7-fe^;H -l-au;i/-n- -l 

[0 0 7 8] 

) 7-fe^;i/] -l-^u;i/-n- (3-^DD-i--Yv^Dtf;i/-2-*^y 

[0 0 7 9] 

S- [2- (3,4-S7*;i/sK*5/*^/l/-2, 5-S?*^rV-l->f5^^U 
7i2^;V] -L-^'J^-N- (3, 3, 3-h'J7;i/tD-l->f V 

[0 0 8 0] 

S- [2- (3-^>i/*;i/-4-^;i/5K^i/^^^-2, 5-$?#3fV- 1 

7-fe^/l/] -L-A'J;i/-N- (3, 3, 3-b'J7MD-l- 

^y7°nt 0 ;i/-2-^^yy°ntf^) -L-y°nU>7^ F 

[0 0 8 1] 



ffifiE# 2000-302129 



11-056052 

S- [2- J -3-lJfrtf*ri/*m-2, 4, 6-hU>f*V-l 

-fcfUSSJn/l/) -L-AU/lz-N- (3, 3, 3 - h U y;i/:tO- 

i->ryyDfc 0 ;i/-2->r^y^Dif;i/) - L-^ny>75 K 

[0 0 8 2] 

S- [2- (3 -#;b/K3r$/^;i/- 6 - (N, N - JIT * S ) -2, 4 

-vnr*rv- i -tf y ^ y-fe^^] -l-au;i/-n- (3, 3, 3- 
h y 7Mu - l ->f yy°nbf;b- 2 -#3f yy°n — L — y*n y >7^ K 

[0 0 8 3] 

S- [2- (5-7-fe^;i/7^y-3-^;U3j-C^^/^^;i/-2, 4, 

3fy- i -if y ^ 7-fe^;i/] -l-au/i/-n- (3, 3, 3 - h y 7 
)i#u- 1 ->fy7"n^ - 2 -^^pv^o tf» -L-y°n y >7$ F 

[0 0 8 4] 

s- [2- (3 -j&/i/sK3f$/*^;i/-4 -yx— ;i/7^ J - 2, 6-^^-^y- 
1 -tfy ^ -L-Ay;v-N- (3, 3, 3-h'J7Mn 

- 1 --f yy , ntf;i/-2-^-^yyoif;i/) -L-y*n u >7^ K 

[0 0 8 5] 

S- [2- ( 5 -7$ J **)V- 3 -jtjfrtf^i/JL^fr- 2, 6-^^-dry-l 

-tfy*^-;i,) 7-fe^/i/] -l-au^-n- (3, 3, 3-hU7Mn- 
1 -4i/7n\£fr- 2-yf*yzfu\fji/) - L-zfu y yys. F 

[0 0 8 6] 

S- [2- (3 - J] fl/tf 5- (N, N-i/'^^;i/7^ - 

2, 6 -2/;t3f y- 1 -fy ^ 7iz^;i/] -L-AU/I/-N- (3, 3 
, 3- hy y;i/^-n- 1 ->ry^nif;i/-2-^^y7 p Dbf;b) -L-7°n'j> 
7^ F 

[0 0 8 7] 

S- [2- (3-#;i/3j?*$/**/l/- 5- (4 1 -fcT/<5 2?-^^ 

-2, 6 -^^-^y- 1 - try ^ 7-fe^;i/] -l-a>;;i/-n- ( 

3, 3, 3-h>j7MD-l->fy7 , n^l/-2-t^y7'D^l/) -L-7° 

□ y > 7 ^ F 



2 4 



miiE# 2000-302129? 



4f 5(2. 1 1 — 056052 

[0 0 8 8] 

s- [2- (3 -^;i/jfcapi/^^;i/- 5 -71-/1/7^ ; 2, 6-^# 

x y-fe^;!/] -L-/1ij;i/-N- (3, 3, 3 - h U 7 

[0 0 8 9] 

s- [2- (4 -*;i/^^r^-3 -*;i/^=3ri/^f-;i/- 2, 

try^s?-;i/) r-t^-n/] -l-^u^-n- (3, 3, 3 - hvy&*u- 1 

[0 0 9 0] 

s- [2- (3 -jtj ji/ -4 -t^A/iui/tf^i/- 2, 6-s?t4v 
- 1 - try ^ s?— r-fe^;i/] -l-au;i/-n- (3, 3, 3-M)y;b;t 

n _ x _^ v ^ nt f;i/-2-^-^fV^Dtf;^) -L-^D'J>7$ K 
[0 0 9 1] 

s - [2- (3 -j&;hk*2/*^;i>-4 - (4-^^7i-;i/) -4-7i- 
! _^ * *;-^> r-fe^;i/] -L-AU;i/-N- (3, 3, 3-MJ 
7^/*n- 1 ->f y^ntr^-2-**y^ne^) -l-^d'J>7$ F 

[0 0 9 2] 

s _ [2- (3-^;i/^ap^^^;i/- J -2, 6 - y - 1 - 

tfijsj;-^) 7iz^;i/] -l-^u;i/-n- (3, 3, 3-h'J7^n-i 

[0 0 9 3] 

S- [2- (4 -^J^t^i/^f ^" 2 - 7i-;i/~ 3 , %-Vit^rV-\, 4 

-/<>y^Tiftf>- 1 -^r;i/) yttM -l-au /u-n- (3, 3, 3- 
hij7^n-i->f y^ne;i/-2-^^y^nif;i/) -L-7ny>TS F 

[0 0 9 4] 

S- [2- (3-^j;b^=3ri/^^;i/-4 - (N, N - fiW^^'f ^) " 

1-4 *#\rvy-fl,) y±^;il -l-av)v-n- (3, 3, 

[0 0 9 5] 



2 5 
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#^2 11-056052 

S- [4 -(3 -#;i/3tf3f 2-^-^rV- l ->f ^ #Vy y/\* 

i/U;i/] -L-Ay;i/-N-(3, 3, 3- bU y;i/;fn- l ->f yy°ntf;i/- 
2-^-^yyntf;i/)-L-yn y>75 K 

[0 0 9 6] 

s- [4 -(3 z-Tt^-v- 1 -4 ^ #vy 3 - 

7i-^f'JM -L-;t'J;i/-N-(3, 3, 3-h'j7MD-l->fy 
^1/- 2 - t^r VT'n - L - 7"D U>T^ F 
[0 0 9 7] 

s- [4 -(3 -*;i/sK3f 2 - t^v- i ->f ^ #vy 3 - 

(2-tfUS/» ^U;i/] -L-AU;i/-N-(3, 3, 3-h'j7MD- 

1 ->ry^nbf;i/-2-^-^vy°otr;i/)-L-yn y yr$ K 

[0 0 9 8] 

S- [4 -(3 -ii 1 ->f ^ #Vy 3 - 

(2-7'j;v) 7*f'J;H -L-/iy;b-N-(3, 3, 3-h'j7Mn-i 
— f yy°nif;i/-2-^-^ry^ , aif;v)-L-y 0 D y >r^ K 

[0 0 9 9] 

s- [2- [4- (3 -^;i/#=3r^^^;i/-2-^-^y- i --r^ ^*yy 

7iui/] r-fef 1 ;!/] - L-/ty;i/-N-(3, 3, 3 - b y 7;i/t 

[0 10 0] 

s- [2- [4- [2-(3 -^;i//K^i/^^;i/-2, 4-i;^-^y-i — 
#yy V—JDrm-M - i - r-tf-ii] - L-Ay ;i/-N-( 
3, 3, 3 - b y 7^q - i ->f v 2 - t^ y 7°d tf;v) - L - 7" 
n y K 

[0101] 

s- [5- (3-%frtf*i/**)i-2, 4 -^Tf-^y- l --f * #vy 

tfnyy^r;i/] -L-/ty;i/-N-(3, 3, 3 - h y -7)i#u- l 
— y :/ n tf ^i/ -2-^"^y7°n nw) - L- 7°n y >y ^ K 

[0 10 2] 

2 6 ffi|E#2 0 0 0 - 3 0 2 1 2 9l 



#3)2 1 1-056052 



s- [2-(3-jt7/ntf3f s/**-/i/-2, 4 -i/'^-^y- i 
-L-/^y;i/-N-(3, 3, 3- hu yji-tn- l ->f y^ni^^- 2 -*^r 
y fcf ;i0 - L - y*n u > 7 5 F 

[0 10 3] 

s- [2 -(3 -it 2 1 ->OX-f ^ #)/VV—M 

-L-yty;i/-N-(3, 3, 3 - h 'J7;i/^D- i -^y^ntr/i/ 

- 2 -^-^yy°ntf;i/)- L-y°n y F 

[0 10 4] 

^^^^^ ( I - a ) ©x;*^;V£ bTkH^ftlr&J: ^l/x;^ 

; /<>^;i/x^;K tru ^i/^fM^f^/, 2 -^^y j *-^;i/x* 

•r;K 3 -7U^^f L /I/XX"r J n/©ftI#^"rnJBC : f-«: l^H*fc^±2ffl^^^fV^T 
^<fcVAtg5ftI^ fctt*l&5Rl® 5 i; fete 6 Jf © 1 ifWSil^tlt ^Zl&mTft 

x;i/ftif##tf £>;ft£o 

[0 1 0 5] 

#3&UHfc£*» (I -a) OStltlt tfKKSSixSCIfcttfcv^ H^ift 

- * f- u y ft if i: ©£ ; b V iv** V Aft if <z>ftfB& 
JRi:©^**-e©Mi:bT#lf^ti^ 0 *nm<Dit-&m (i-a) ©l*l©v^ 

[0 10 6] 



ffifiE4$2 000-302129 



ijf ijZ i 1 — 056052 



(I -a) l*#^tt#^:fi#£tttt*fctt£*X*> 

[0 10 7] 

*k^tt©#2§iM^«^^&#£t-£t: h#«x^;*#-ifPl 

x ^ * # - if { c # -t & pa s # fl§ *f tc o v % t mm ? * c 

[0 10 8] 

MM 1 h^fTOx^^-ifPBW^ffi : 

*KJ»ttin vitrofcStf S##fJ!fl;-&fc©fc h#*#X^** -if K;fcf-t6Pfl 

[0 10 9] 

1. 9M^b^-hV^A, 0. 3 1/>^''J H-;i/6 0 0 0£<fctf 

0. 0 0 1 9% Brij- 3 5 fc^frHE PE S ( 1 3 3 mM, pH7. 5)ttffi 

fttCl. 9mWml b: h^tf^x^^-if (Sigmaft) 

»lrfc. i©»jS©2 1 0 #1*14 0 /tlO^m-ffc-^®©^ (1 0~ 8 ~1 0" 5 
M) 3 7t1?6^^^-^>^a^-Mfe 0 3*WC4 mM©1J- 

^ ^/r;i/-77-;i/-^D i);i/-T^x;b-4 -^fj^v'J)!/- 7 -y^ F ( 

3£5t$&?& ^^KWSfcBr) 5 0/tl£i:IJlS* 100a1?:»U 35K3 
7TCT2 O^lfflSlSS'tirfeft. ^bfc7-7<;-4-^f;i/?7'J>iS5: 

fi^»fS (©jgSft«3 8 0 nm, &3feHfc*4 6 0 nm) T?MJtl/fc. 

laSB TBrij-3 5j tt3KU**2/x^b> (2 3) 9* U /I/X~5\n/& 

*I*U HEPESliN- tf^5S?>-N' - (2- 

[0 110] 

x^*#-ifPM&e (ffl«*) tt&sS; <i£i> tc3£^Tff-»U ?LT. 

*mmfo£%}(Dmm-mmm®ffi& y 5 o%m»k ( 1 c 50 ib) &*tmfe, 



2 8 
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[0 111] 

(%) = (1-a/b) xioo 



[0 112] 



2 9 
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[*1 J 





ROOC-A-D-B N If Y i R 5 
H o o 


IC50 

\H JYU 


ROOC-A-D-B- 


Rs 


I-b-1 


HOOC^N^N^ 
Tf 
O 


CF 3 


0.010 


I-b-2 


HOOC^N^N^- 
O 




0.024 


I-b-3 


HOOC lij i\j ^ 

v v ^ N*^ x^i ^» x^i 

o 


o 


0.021 


I-b-4 


HOOC^N 




0.030 


I-b-5 


HOOC^N 


-£® 


0.062 


I-b-6 


/ — S 

HOOC^N N^/ 


-SO 


0.062 


I-b-7 


M° 

If 
O 


CF 3 


0.082 




o ° 


-co 


0 067 


I-b-9 


HOOC^ N ^ N ^ 
O 




0.027 


I-b-10 


HOOC^N_N-^\ 
O 


-vO 


0.045 



^2HClt 



[0 113] 

3 0 fflffi#2 0 0 0-3 0 2 1 2 9 { 



11—056052 



[*2] 



# # 


ROOC-A-D-B^ N if Y i Rs 
HO O 


1C50 

(/x M) 


ROOC-A-D-B- 


Rs 


I-b-11 


O 


COOCH3 


0.007 


I-b-12 


VP 

HOOC^N N^/ 


o 


0.020 


I-D-13 


HOOC^N^N^- 
O 


-SO 


0.042 


I-b-14 


HOOC^N^N^- 
O 


-SO 


0.035 


I-b-15 


HOOC^N-^N^ 


-so 


n ni a 

\J.\JL*k 


I-b-16 


O 


SO 


0.027 


I-b-17 


It 
O 


-so 


0.023 


I-b-18 


r~v 

O 




0.017 


I-b-19 


O 




0.005 



[0 1 14] 
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[*3] 



|U tJ w 


ROOC-A-D-B^N^TT^^lf i^Rs 
H ° ° 


IC 50 

(it M) 


ROOC-A-D-B- 




I-b-20 


O 




0.033 


I-b-21 


VP 

HOOC^N N^/ 


COOCHs 


0.006 


I-b-22 


O 




0.043 


I-b-23 


O 


CF 3 


0.028 


^M(a) 


(H 3 C) 3 C^o^^N>=V N - COOH 
H O 


0.017 




< V 5s l O > Y^ H ° 

^^ N ^N-Sr N -Sr N V k cF 3 

° H o o 


1.0 



[0 115] 

SHI (IC 5Q ) 1*0. 0 8 2 /iMJ^Tt$>U, *f-Mffc-^ft(a)fce«Br^fe 
tT'lC^feJ:e)JC^M^(a)tt, #S#SF£5,017,610-&&«©|S 
IM2 (6 3) JC|H«S*lTfey> TONO- 5 04 6J tbT 

[0 116] 



aifE#2 000-302129 



Sft¥ 1 1-056052 



HOOC-A-T?*3*lS36&#oTV^V*£lC;!3^T\ -«5£ (I 

- a) KHi^3tl*V\. 
[0 117] 

[0 118] 

(Syrians 8-10a»©ifi) £&©3# ( 1 #5^5) fc#tt 

-eODM^^l 2. 5ml*©^**nif>a£ (4 14nm«) 
[0 119] 

(B) tbX7^^-fg^ :25ffi0tW 
«i57*-g(x5^f>yn^ h#) b 0. 2ml £ A 

(a) i:ra«jcbT»ifi^«*©^ i Eyoif>*K«:«i3ebfc. -€-©af 

[0 12 0] 

) : ;^^J-|:ij>9«ifl;4iA** (PH7. 4 ) fc»#Lfcffi£*©# 



ffifE#2 000-302129 
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[0121] 

&#JRfcfcifcfi# (Intravenus bolus administration) tZ>j5&T*&i>), g'J& 

F*3#$eK-£ (Intravenus inf usion) f 6 & -5 . 

[0 12 2] 

[0 12 3] 

[«2] 

mjftL#PW (%) =[1— (C-A) / (B-A) ] XI 0 0 
[0 12 4] 



3 4 
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#32 i 1 — 056052 

[£4] 





(Intravenus bolus 
administration) 


(Intravenus-infusion ) 


S#«(mg/kg) 


&#£(mg/kg/hr) 


(30) 


(10) ; 


(3) 


(10) 


(3) i 


ft \ 
(1) 


I-b-1 




96 


67 


97 


Q.A 
o4 




I-b-2 


97 


66 


24 


93 




ou 


I-b-3 




77 


20 


An 

91) 


4 O 




I-b-4 




88 


57 


AC 

»o 


4 D 


4.1 


I-b-5 




67 


20 


90 


73 


55 


I-b-6 




70 


44 


87 


48 


34 


I-b-7 




64 


50 


72 


53 


51 


— I-b-8 




78 


63 




69 


33 


Tin 

1-b-y 




48 










I-b-10 




76 


j 32 


92 


69 


52 


I-b-11 




| 93 j 61 


94 


43 


32 


I-b-12 


j 99 j 70 


89 


47 


1 31 


I-b-13 


91 1 67 i 32 


78 


44 




I-b-14 


81 ! 72 | 37 


53 


1 57 


39 


MM (a) 


(200) 1 (100) | (30) 


(100) 


1 (30) 


1 do) 


99 j 74 ! 28 


60 


43 


18 



[0 12 5] 
[0 12 6] 

ftttftl 3 V X iC W 6 : 

*««fl;-&44»sy>ift»«fft*aAa* (pH7. 4) ic*#u 7a»©« 

3 5 ffifE#2 0 0 0 - 3 0 2 1 2 9 { 



1 1 — 056052 



[0 12 7] 

m & m & 



m ^ 


(mg/kg) 




I-b-1 


300 


6/6 


I-b-2 


300 


6/6 


I-b-3 


300 


6/6 



[0 1 2 8] 
[0129] 

»6] 



* » * (25^) 



# n 


m M B. (mg/ml) 


o.im vymmmm. (pH7.4) 




I-b-1 


>1000 


>100 (pH2.4) 


I-b-2 


>100 


5.0(pH2.8) 


I-b-3 


>100 


8.7(pH2.6) 


*H*i(a) 


#J20 


0.012(pH4.7) 
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[0 13 0] 

&4mzB?&oizfcmmit&®(D*&*WL®miztttz>mMmtei o o mg 

[0131] 

, lHlCO^, M60kg§fcy»5~50 0 0mg, f t Kii^l 0~2 0 
OOmg, 4ftCff* U<tt3 0~1 5 0 0«gT?*S. #@P®#, 

[0 13 2] 

#88^fc**^K:fctt*SMS#i: Itlt »ffl##3C©JS#-i?&y, 3©J5fr 

^ss-ffcau asaufcau pHsm mmm. ##^fc*f©»s&j*##, m 

[0 13 3] 

&MM(injection)©&£»J&> #»lflft^ft&$SafllC»jS¥U ffiSlCfcy* 
[0 13 4] 

— ness (i d •vmztizit&ys&t-iztomzm-t *%© 

[0 13 5] 



mSE#2 000-302129 



4$ 11 — 056052 



Ub2 3] 




0D 



[0 13 6] 

[i£t£, A, D £ J: tfBtttiffti: EI Rtt^-n/sK^S/UftttST* y 
[0 13 7] 

(II) (I -a) ©J83gtfira#i:bT^/B-e»S. 

&}c##isM-£# (i -a) (id (Dm^m^^xmmir^o 

[0 13 8] 

mmfcis® d-a) », K-ffciR/Sicj:ysgjg-r*i4:A«-e^*. 

[0 13 9] 

MtcA#»lctt*«9!ft-&«f (I - a) fcjctf (II) tt, ffcj£©£/£5£ <fls 
2 4> JCfl6r>T»ag3*l*. 
[0 14 0] 

it. x^;w tert-^;i/^ h ;* h3f ^<>^;i/> 7 

[0141] 



miE# 2 000-3021296 



Sft¥ 11-056052 



[0 14 2] 



{£11432 0 0 0-3 0 2 1 2 9 S 



4$5|£ 11-056052 



UtZ4) 



(TV) ROOC- — A X 3 



V'--,; on) 

UN. NH 



IS 1 



<v) 

• i 

ROOC A ^NH 

D, 



X 3 B COOR 

(VD 



T 



XS 2 



ROOC^ X COOR ^ 



O O i R5 



i 



ie 3 



(VIII) 



ROOC D ^COW (II) 



T 



urn 4 



O R i „ OH 

H 8 O R Rs 

1 



a-d) 



IS 5 



HOOC^ 



H o O ^ Rs 



[0143] 

tuSBtf^fS^ <it 2 4 > tCfcV^T, li 1 tt* (III) t. (IV 



4 0 



ffi$E#2 000-302129? 



1 1—056052 



) k.tKmz'&xit&to (v) ^a-rxg-efc*. #xg«u frmfci-hvyi* 

&0~4 5°CIC^T 0. 5 ~ 2 0 H#R|f? t>tl£o 
[0 14 4] 

Xg2J*Xgl^53£S*liMfc-& i » (V) icM(VI)?:SJS6$1iTft^ 

(vi i) tfti-igTfc*. *iittifii fcraticLmns-rsi^^T'S 

[0 14 5] 
[0 14 6] 

3(P< LTfce>*l5ffc£«J(V I I)M3©IiSi:LT^$tl5. Xg3Tf 
(VII) K:feW*B3^^l/TV^«W©3!j^/3K^2/^/4»«SR«:fl»« 

[0 14 7] 

A^3K^S/«»3£R©Bi«*S©t>i:otfe4ift - -3 0- 

iootc, &&v<\*ox:~'gj&v:i5^x. »«E*. l&lBft^*(v i i )tmt. 

/i/*nrafe, mm. mm^E-^mM^n. ^stvx^m 

rti e> tf>M-& ft £ & ti * . 

[0 14 8] 



4 1 



ffiSE#2 000-302129 
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;i/Jj>x*y-/l/*«#tfe>*i*. *iD*SR^*SlStt»6 0°CJ^T, iiS. gffiT* 
[0149] 

[0 15 0] 

*KLT#e>ft<&fl;#4& (I I) ttWfc^ xg4®JStf*£:LT«JBS*i 
S„ xe4iift-&ft (II) (VIII) fc&rs F^t%ot^$ 

-&T*ftmit&93 (I-d) ^|?It5IiT'fe5. -tJ&fc"b*Xgli^^ F 
S£©ttffilcfl£oT2iiil&T?£<&. Mill #Xg4H:, 

(I I) fcflsirfe (viii) HZU&MW-tzztiz&ymMVis&o ( 
I I) lcfcW'<5W#*ift3£T?&Si:£, *ll4ttl-xf;v-3- (3-s;* 

^ K, 1, 1* -j&/b3K=./l/SM5*V-;i', J^S? N, N* -^X^2/>-f5 

, *x^4 tt h 'jiw^ ^N-^^/i/jfcy l<»n 

#;v\TMt-&t> (VIII) fcSJSSitSZfcK: J: *J£IJfiLTfc £^ 

o 

(viii) ©*a$4Hi4*fcn?&y, &*nT*&^%©&, Mx.^ 

o 

[0151] 

LT»e>tis*»w-fb-^« d-d) izmm-e&v. ^xz-ummn 



ffiliE#2 000-302129 



i 1 — 056052 



n€>c Xg5fcMfc£i& (I-d) ©*lft3S&SMtU &^T?ffi3»CJ:y:&/I/jK3F 

«lR^fti:»fc»i yflttiw*xe-e&s. #xg©iMtjRffiti 

■ffc^'ft (I-d) tC«EftS9S:^fliS-&*r2:JCj:y^J6-e^*. 
[0 15 2] 

KftSD tlTtta-F^>f>li#T^SfX-T-f > (Dess-Mar t in) & 

SSft^^^'J^i'D?^ Fil b 'J if ^7 5 >©a*^t)*i: i: 5^ 17 > ( 
Swern) fift-fb%^S"P*S- 
[0 15 3] 

* fe, b * * vsm cS tiT ttitiH7;i/ * v y mx % z> *&mi£ 

[0 15 4] 

©xeic*v^Ta»#fll6S:Klli-r*ii:^ft^S^*. 

[0 15 5] 

om^x $> s t % z.n e> jc ± y * r £ % t* £ $ . 

[0 15 6] 

& icsasnttfti & «fc xfmMmMmzmtfxxmw & s e> kibe -t s . 

[0 15 7] 



ffifE#2 0 0 0-3 0 2 1 2 9! 



i 1 — 056052 



t-Bu : tert--/^;i/So 
B n : *y*?fr1&. 
[0 15 8] 

mmm i — : 

[0 15 9] 
lit 2 5 ] 

HN^NH ► tBuOOC^ H^COOtBu 

O V 

o 

[0 16 0] 
(Iilfeitf2) : 

-y^;i/l. 5 0 g fc-£tfM*y*^**-k7 5 Kl 0ml *»T'Jff 
Atert-^b*S/F0. 6 0g^W3 0«U *^-CMT!l 

. ffl^^^X^^^bS^bTg^Jil-r^O.S 6 g©l, 3-bf* (ter 

[0161] 
1Rj& : 100~1021C o 
LSIMS (m/z) : 315 [(M+H) + ] . 

*H-NMR (300MHz, CDClg, 8 ) : 1.46 (18H, s) , 3.54 (4H, s) , 3.89 (4H, s). 
[0 16 2] 

mm&2 — : 

[0 16 3] 



4 4 ffiSE#2 000-302129 



1 1-056052 



[ft 2 6] 



tBuOOl 




or 




[0 16 4] 

(XSa) :NN'-lfX -1, 2-3L#y*?T§> [3ft3sCft 

& «*) ] 2 5. 5 g &-&&y-fe h> 5 0 0 m 1 tcyo 5 E»»tert-^^4 2 

7:3)] JCiyWJRLTBWfc-TSN, N* - (tert- 7 h )]/#<-)\s * 

T-fls) -N, N' -lyVfr-l, 2-x^>y7^>4 9. 3 g & 

LSI MS (m/z) : 469 [(M+H) + ] 
[0 16 5] 



[0 16 6] 
(lib) : 

Ifll7fffcft^«3 9. 4 gfc-£tfx*y-/b5 0 0 ml lC*lftftr?5$?tf 
A3. Og&M, 7KItiT^i:t4 8«FiaSj¥L/fc. &£«M£L£^ 
U g^ttSN, N' - (tert-^>^ri/^;i/^-;i/^^;i/) 
-1, 2-x^>i/7^>24. 3g ttttiStS^ 



[ft 2 7 ] 




4 5 



ffi|E#2 000-302129 



djf 5p i 1 — 056052 



[0 1 6 7] 
LSIMS (m/2) : 289 [(M+H) + ] . 

1 H-NMR (300MHz, CDClg.S) : 1.48 (18H, s) , 3.00 (4H, s) , 3.51 (4H, s) , 
4.69 (2H, br s) . 



[0 1 6 8] 



[ft 2 8] 



tBuOOC 




HN 



* tBuOOC^ n^COOtBu 



COOtBu 



[0 1 6 9] 
(lie) : 

8fX5gTW;Mfr& i »2 4 . 3 g -kisti h;i/x> 5 o OmUc l, 1 ' - 

's?>f ^ i 6 !T7&iTA7~^BK:T 3 #isi«j¥lfc." 1 n&m 

gibTBWilW, 3-fcf*- (tert-y h^S/A^jK-Tb^^-^/) -2- 
**V>f $#VU5»2 2.2 g£M&MH£:LT#fco 

[0 1 7 0] 
LSIMS (m/z) : 315 [(M+H) + ] 

1 H-NMK (300MHz, CDC1 3 ,8) :1.46 (9H, s) , 3.54 (4H, s) , 3.89 (4H, s) . 

[0171] 
£%#f 3 : 

[0 17 2] 
[it 2 9 ] 



HN_NH 



HN V N^COOBn 



*• tBuOOCv,N w N^COOBn 



4 6 



ffl£E#2 000-302129 



#5p 11 — 056052 

[0 17 3] 

(111) : 2, 4-^^^;^^^ [fDftttH (80 ] 1. Ogfe-g- 

tfM7K^^^;i/^;i/AT^ KI&SU 0 m 1 lC7*DA»i^>^l/2. 5 gRT$m 

[0 17 4] 
BL&l 9 2- 1 9 4°C 
LSIMS (m/z) : 261 [(M+H) + ]„ 

1 H-NMR (300MHz, d g -DMS0, S ) : 4.59 (2H, s) , 5.20 (2H, s) , 5.62 (1H, d) , 
7.37 (5H, m), 7.65 (1H, d) , 11.4 (1H, s) . 
[0 17 5] 

(Xg2) : mJim^mt^t^m 1 . 0 g£^i^*^*^;i,;ft;i/Ay * K 

1 OmUC, *?frT**ft^- h'J9A (MS 60%) 0 . 1 8 g fCiD^-fe 
«U Wl5^FII#bfc 0 &^T5\ T'D^fitert-yTf^O. 9 g 

^r-9->-Mx^;i/ (2:1)] IC «fc y»JBLT B Kl^TS 1 ^*4rS/ 

3 -tert-^h^J/^^ji?— 2, 4 -SJtf^fy fcT 
U ^> 1 . 2 g Ltlt. 

[0 17 6] 
LSIMS (m/z) : 375 [(M+H) + ] B 

X H-NMR (300MHz, CDClg.S) : 1.46 (9H, s) , 4.51 (2H, s) , 4.58 (2H, s) , 5 
.21 (2H, s), 5.81 (1H, d), 7.10 (1H, d) , 7.36 (5H, m) . 
[0 17 7] 

mmm* — : (ii-d ©asst 



&IE#2 000-302129 



#5p i 1-056052 

[0 17 8] 
HL3 0] 

tBuOOC /~^,COOtBu ► tBuOOC^_ r^^COOH 

o o 

[0 17 9] 

(113) : mmWl £fctt2T?»fc 1 . 1 4 g<D 1, 3 - If X (tert-^f 

^*5filM2 OmUCTfcgtffc^U ?2*0.2 2 Ot; KIT 5 8*181* 

iDitTfilSttfcfcU #M&»lfcx?-/bT*iJfci£Lfc. &V*T*>!K*«:1 0%ifij8T* 

(3 -tert-^hdr^*;i/>K— - 2 -**y- 1 ->f $ #V I) s^— ;i/ 

[0 18 0] 

gfe* : 1 1 2 - 1 1 3X: B 
LSI MS (m/z) : 259 [(M+H) + ]„ 

1 H-NMR (300MHz, CDClg, 6 ) : 1.46 (9H, s) , 3.53 (4H, s) , 3.89 (2H, s) , 4 
.01 (2H, s), 7.11 (1H, br s) . 
[0 18 1] 

mmm 5 — - : d.1-2) <z>gs?i 

[0 18 2] 

[ft 3 1] 

tBuOOC^N^N^COOBn ► tBuOOC^N^N^COOH 

O O 



4 8 



&fiE#2 0 0 0-3 0 2 1 2 9 ! 



#^2 11-056052 



[0 18 3] 

(X3S3) z&1&&3'1*ft1Ll-'<>Vn'**r*/1]fl/tf=.JV* J ?JU-3- ( 

tert-zfh*r - 2, 4 - V fcTV 5 S» 1 . 2g^ 

0ml lC7KMA°5i/'5A5 Omg fe^DA, *3R»$f&T£ffilCT 
ll$ra«#Lfc. 2t?K&ft£?I*gU i»fc1-*2- (3- 

tert-^b^rS/*;i/#-;i/^^;i/- 2, 4 -'WV- 1 -If U 5 V—fr) WW. 
0. 7g 

[0 18 4] 

*H-NMR (300MHz, CDClg, 5 ) : 1.46 (9H, s) , 4.51 (2H, s) , 4.59 (2H, s) , 5 
.86 (1H, d), 7.17 (1H, d) . 
[0185] 

mmm e — ; (id ©»3§ 
mmmi^t=.^mmmztnm\zhxmt^it^m (vi d &igj6«4£fcw: 

[0 18 6] 



aj|E#2 000-302129 



i 1—056052 

[*7] 



-ft -& 4to 




II-4 


t-BuOCX^N^N-^ 0011 


LSIMS (m/z) : 287 ( [M+H] + ) 
»H-NMR (300MHz, CDCla, 5) : 
1.47 (9H, s), 3.71 (4H, br s), 4.15 
f9W hr <s> 4 22 (2R br s> 


II-5 


t-BuOCO^ N NvtOOH 


LSIMS (m/z) : 287 ( [M+H] + ) 
iH-NMR (300MHz, CDCla, 5) : 
1.41 (9H, s), 3.32 (1H, br s), 4.06 


II-6 


t-BuOCtk^ N is^t-uuii 


APCIMS (m/z) : 259 ( [M+H] + ) 
iH-NMR (300MHz, CDCla, 6) : 
1.46 (9H, s), 2.90 (4H, br s), 3.18 
(2H s) 3.32 (4H, br s), 3.51 (2H, s). 


II-7 


O 

t-BuOCXK^ N ^N^COOH 
O 


LSIMS (m/z) : 273 ( [M+H] + ) 


H-9 


t-BuOCO^N^N^COOH 
O 


LSIMS (m/z) : 300 ( [M+H] + ) 
JH-NMR (300MHz, de-DMSO, 6) : 
1.42 (9H, s), 2.17 <3H, s), 4.48 (2H, 
s). 4.60 (2H, s), 13.28 (1H, br s). 


n-i3 


t-BuOCO^N^ N^COOH 


LSIMS (m/z) : 273 ( [M+H]+) 


11-15 


t-BuOCO^N^N^COOH 
Ti 
O 


LSIMS (m/z) : 299 ( [M+H] + ) 
iH-NMR (300MHz, CDCla, 5) : 
1.48 (9H, s), 1.96 <3H, d), 4.49 (2H, 
s), 4.61 (2H, s), 6.98 (1H, d). 



[0 18 7] 



ffiSE4# 2 000-302129 



#5p i 1-056052 

ma] 



sgs^s' it^m 1 1 (o^) 



n-i6 


t-BuOCO^ N^COOH 
O 


LSIMS (m/z) : 285 ( [M+H]*) 
iH-NM R(300MHz,CDCl8+CD 3 OD,6 ): 
1.49 (9H, s), 4.42 (2H, s), 4.67 (2H, s), 
5.83 (1H, d), 7.31 (1H, d). 


n-17 


t-BuOCCK^N^N^COOH 
O 


LSIMS (m/z) : 301 ( (M+H] + ) 


n-19 


t-BuOCCK^ N^N^COOH 
O 


LSIMS (m/z) : 301 ( [M+H] + ) 


11-20 


t-BuOCCK-N^N^COOH 
O 


LSIMS (m/z) : 287 ( [M+H] + ) 


11-22 


t-BuOCO-N^N^COOH 
O 


LSIMS (m/z) : 286 ( [M+H] + ) 



[0 18 8] 

mm 7 — : it&m (vnn omit 

[0 18 9] 
lit 3 2 ] 

oYo 

^ H OHH ^ 

[0 19 0] 

(Xgd) : TKift'Jffiy^^-fM • 2 gfc^tf^hvfcl KD77 

>2 0 0ml^e>^lIIMTl • 5BHg}f#L£ 0 

£fJLfc^ ^>J/>75>17.3g?:iTtfc. i^T3 (S) -3 




tB£E# 2000-302129 



l 1-056052 



0 gfc-^-tJ-r Kn75> 15 0ml SiBTU ^iStCT 1 2 BfrlSHRffl/fe 

n-^>-8Sxf/l' (1:1)] tCj: y»jKLTB»il , r 
£1 (S) - 3 -'(>y^7 5 J ~ 1 J ~ 1 - 

[0 19 1] 
LSI MS (m/z) : 371 [(M+H) + ] 0 

*H-NMR (300MHz, CDCI3, 8 ) : 0.96 (3H, d) , 1.02 (3H, d) , 2.23 (1H, ■) , 3 
.47 (1H, br t), 4.23-4.55 (4H, ■) , 5.01 (2H, s) , 5.19 (1H, m) , 5.59 (1H, 
m), 7.06-7.44 (10H, ■) . 
[0 19 2] 



[0 19 3] 

(Xge) :XSd"e»feft^«J9.2 gSr^tfX^ 0 0«lKl2KBfc 

5:^maiibB^i:tsi (s) -i-r$;-3-ww;-i-fv 

[0 19 4] 



[fb 3 3 ] 




ffifE4$2 000-302129 



1 1-056052 



[ft 3 4 ] 



H 2 N 




~0 — Ct^^nVk 

H OH H 



no 



[0 19 5] 

(X=gf) : ff(X@T*#;Mfc-£^5. 9 gSr-&tra-ffc^^l/>2 0 0ml fC 

n- -L-;ty^-^ny>9.7g«j:tfi-i 

^;i/-3- (3-Z?**JlT< J-fUtfJD Ftil5.3 gS* 

MKT 1 2l$|ffl«l¥bfe©^^M»CT«JEE»»Lfc-. 8«ElC»lftx*/l/;g: 
in*, lNiSS, U ?-Mc?£$u &^-Pffi5f&A&**ifffi# 

- JVii^jUVU V- 1> #.9 7 4^-im%. : 2_P.O /^;kA - ;* # 7 ( 1 0 0:1) 
] tCi y*8LTBfii:t5 3 (S) - (N-K>J?^^r*/*^/3if-^) — L 

-Aij;i/-N- [3 ^ y - l ->r y^a tf;H - L-^n y F 

[0 19 6] 
LSI MS (m/z) : 567 [(M+H) + ] „ 

1 H-NMR (300MHz, CDC1 3 ,5) : 0.79-1.06 (12H, m) , 1.77-2.35 (5H, m) , 3.56 
(1H, m), 3.73 (1H, m) , 4.23-4.45 (4H, m) , 5.06 (1H, d) , 5.11 (1H, d) , 5 
.48 (1H, br t), 7.17-7.42 (10H, m) . 
[0 19 7] 



5 3 



ajfiE#2 000-302129 



#3£ i 1—056052 





H OHH y 



[0 19 8] 

7K*ASteTMtcTi«fisiflM¥bfc. mmzmzm. mmzrn 

- 2-n Kn^pJ/- 3 -^-dpy^n tr;i0 -l-^d'J>7^ F5. 9gJM 

itfltt* t b T m It . * ft -5 r £ & < & (D&fe tCtt b = 
[0 19 9] 

8 : ( I - d - 1 ) 

[0 2 0 0] 
Mb 3 6 3 



Y 0 0 h 6] 



CF 3 
OH 



[0 2 0 1] 

(XS4) :^IWJ4T-^fc2- [ ( 3 - tert- 7* h /I/ ^ 

) -2-^-^ey- i --f ^^yu^-;i/] ii3 3gfej;tJ ! s-L-Au;v-N- 
(3, 3, 3- h'j7Mn- l --f yy°nt?;b-2-t: Kn^j/^nW - 
L-y°auy^ KffiSM64 6. 4 gSr^tfa-ffc^^l^^l 0 0 0m 1 {C 1 -xf ;i/ 

5 4 ffi!iE# 2000-302129 



i 1-056052 



-3 - (3-^W^;yn^) jjjl/#^5F»4 1. 4g&tfh 

&*M*U ^£S/y#^>#9A*nvh^:7.f- M:?dd^ 
(10 0 : 3) ] JCfcy#SgUTBBSi:-rSS- [2- (3-ter 

t-^h^ri/^;i/^-;v^^-;i/-2 -^-^v- l ->f ^ *Vy s?— /i/) 
-L-A*y;i/-N- (3, 3, 3 - h y y;i/#n- l -A vynif;i/- 2 -t K 

n^^D^) - L-^D'J>7$K7 9. 5g?:MtiilUife c 
APCIMS (m/z) : 608 [(M+H) + ] 
[0 2 0 2] 

HJ6«9 : it&m ( I - d - 2 ) <Z>$g£ 

[0 2 0 3] 
[ft 3 7] 



[0 2 0 4] 

(Ig4) : S-L-A'JJl/-N-[2- (2-/OXt^tyj^) -1 

— f y^citf;i/-2 -t: KndpS/xfA]-L-^n'J>75 Ki. o g&ist} 
if y $;>2 0mlt:^ilM5tffc2- (3 -tert-y^^ 
-2, 4-^^v-i-^'J5^-;i/) »to. 7gfej;i;i-if;i/-3- 
^*^;i/T^ y^ntf;i/) j&ti/sKsms K&BMfio. 6g*Mx.. Mjcti 5 

AT'KSLfc. »«E&**M:£U B^ilTS S - [2 - (3-tert-^h 

*s/#/i/sK-/i/:*^;i/- 2, 4 v- i -try ^ 

-xv ;i/-N- [2 - (2-^xm , /W) - i --f y^ntf;i/-2-h: 




H OH 



5 5 



mSE#2 000-302129 



ft ¥ 11 — 056052 



Kn^J/if-^/] - L--7u U >75 K l. 5 g LTtffco 

LSIMS (m/z) : 683 [(M+H) + ] 
[0 2 0 5] 

mmm 10 — : 

mMMB j t>&teW9X'%^iLit'&& (vim tLit\tmmv&7 vimisfcitG 
m (vin) £n»j8 *feiiHJ6#i9 tmmizmmLxMmemzmirit^ 

m (I-d) 

[0 2 0 6] 



ffiSE#2 000-302129 



11—056052 

mem K&m i - d 



ROOC-A-D-B 






ROOC-A-D-B- 




#1 


Id3 


t-BuOCOs^A^J^ 
O 


o 


LSIMS (m/z) : 699 ( [M+H] + ) 


Id4 


0.0 

t-BuOCO^N^N^ 




LSIMS (m/z) : 685 ( [M+H] + ) 


IdS 


t-BnOCOvN 


-to 


LSIMS (m/z) : 685 ( [M+H] + ) 


Id6 


t-BuOCO^NJ*-' 




APCIMS (m/z) : 657 ( (M+H] + ) 


Id7 


O 

t-BuOCO^N v N^ 
n 
O 


CF 3 


APCIMS (m/z) : 622 ( |M+H] + ) 
iH-NMR (300MHz, CDCla, 6) : 
0.92-1.00 (12H, m), 1.47 (9H, s), 
1.97-2.24 (5H, m), 3.62-3.85 (3H, 
m), 4.06-4.10 (3H, m), 4.20-4.38 
(2H, m), 4.47-4.53 (1H, m), 4.60- 
4.67 (1H, m), 4.86 and 5.02 (1H, 
each d), 

6.91 and 7.15 (1H, each d), 7.34 
(1H, d). 



[0 2 0 7] 



HifiE#2 000-302129i 



i 1 — 056052 

[Jlio] 



f|6^ I - d 



Id9 


t-BuOCO^N^N^ 
O 


-CO 


APCIMS (m/z) : 698 ( [M+H] + ) 
iH-NMK (300MHz, CDCls, 6) : 
0.82-1.08 (12H, m), 1.47 (9H, s), 
1.74-2.52 (8H, m), 3.48-3.73 (2H, 
m), 3.95-4.78 (7H, m), 5.01-5.33 
<lH r m), 6.96-7.89 (6H, m). 


Idll 


t-BuOCXK^N^ 
n 
O 


COOCH3 


LSIMS (m/z) : 624 ( |M+H] + ) 
1 H-NMR (300MHz, CDCla, 6) : 
0.86-1.04 (12H, m), 1.45 (9H, s), 
1.87-2.06 (5H, m), 3.61-3.76 (2H, 
m), 3.79 (3H, s), 4.08-4.69 (8H, 
m), 5.82 (1H, d), 7.03-7.18 (2H, 
m). 7.21 (1H. «n. 


Idl2 


t-BuOCO^ N^_N>/ 


II 

O 


LSIMS (m/z) : 701 ( [M+H] + ) 


Idl3 


t-BuOCG^N^N^ 
O 


-CO 


APCIMS (m/z) : 671 ( |M+H] + ) 
iH-NME (300MHz, CDCk, 6) : 
0.82-1.01 (12H, m), 1.45 (9H, s), 
1.58-2.05 (8H, m), 3.51-4.34 (9H, 
m), 4.54-4.67 (2H, m), 6.00-5.33 
flH. m). 7.15-7.84 (7H, m). 


Idl4 


t-BuOCOv^-NyN^x 
O 


-CO 


APCIMS (m/z) : 671 ( [M+H] + ) 


Id 15 


t-BuOCOs^N^N^ 
O 


-co 


LSIMS (m/z) : 697 ( [M+H] + ) 



[0 2 0 8] 



ffi!E#2 0 0 0-3 0 2 1 2 9! 



# 1 1-056052 

1*11] 



Idl6 


t-BuOCO^N^N^ 
O 


-£0 


LSIMS (m/z) : 683 ( [M+H] + ) 


Idl7 


t-BnOCCK^N^N^ 
O 


-SO 


APCIMS (m/z) : 699 ( |M+H] + ) 
iH-NMR (300MHz, CDCls, 5) : 
0.84-0.99 (12H, m), 1.42 (6H, s), 
1.46 (9H, s), 1.58-2.20 (6H, m), 
3.65-3.80 (2H, m), 3.91 (2H, s), 
4.17-4.82 (6H, m), 5.08-5.32 (1H, 
m), 7.28-7.74 (6H, m). 


Idl 8 


t-BuOCO^N^N^ 


-CO 


LSIMS (m/z) : 657 ( [M+H] + ) 


Idl9 


^ i 

t-BuOCO-NYN^- 
O 


-co 


LSIMS (m/z) : 699 ( [M+H] + ) 
VH-NMR (300MHz, CDCI3, 6) : 

a 01 1 no /ion __\ 1 A A (~\ ATI «s\ 

0.81-1.03 (l^li, mj, 1.44 (loll, S), 
1.66-2.53 (6H, m), 3.40-3.70 (4H, 
m), 4.04-4.22 (4H, m), 
4.50-4.60 (2H, m), 5.13-5.28 (2H, 
m), 7.29-7.66 (6H, m). 


Id20 


o 




APCIMS (m/z) : 685 ( [M+H] + ) 


Id21 


t-BuOCO^N^NV 


cooch 3 


LSIMS (m/z) : 626 ( [M+H] + ) 


Id 2 2 


t-BnOCO-N^N^ 
O 


-CO 


LSIMS (m/z) : 684 ( [M+H] + ) 



[0 2 0 9] 



5 9 ffiliE# 2000-302129! 



1 1 — 056052 

imi 2] 



Id23 


t-BuOCOuN^N^ 
O 


CF 3 


APCIMS (m/z) : 634 ( [M+H] + ) 


Id 24 


o o 
t-BuOCCCN^Jsk^ 


CF 3 


LSIMS (m/z) : 636 ( |M+H] + ) 
'H-NMR (300MHz, CDCla, 5) : 
0.92-1.03 (12H, m), 1.45 (9H, s), 
2.00-2.23 (6H, m), 3.62-3.84 (2H, 
m), 4.04-4.87 (7H, m), 
5.82 (1H, d), 7.24 (1H, d), 7.49- 
7.62 (1H, m). 
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> (Dess-Martin ) l 1 2. 3 g SriDAMtCT 1 ©RISt^Lfcft, 

[«SSE: ^DD^-^^;-;i/ (10 0:3) ] JCfc yflfRLT Bttfc-TS 
S- [2 - (3 -tert-y h3f 2 -;fr3f V- 1 ->f S £V 

VP—Jl) y-k^-M - L-AD;i/-N- (3, 3, 3-hU7^*n-l->f 
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[0 2 13] 
APCIMS (m/z) : 606 [(M+H) + ]„ 

*H-NMR (300MHz, CDC1 3 ,8) : 0.83-1.02 (12H, m) , 1.47 (9H, s) , 1.89-2.32 
(6H, m), 3.48-4.06 (10H, m) , 4.58 (1H, dd) , 4.64 (1H, dd) , 4.84 (1H, dd 
), 7.35 (1H, d), 7.72 (1H, d). 
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[0 2 16] 
Ifcj&l 7 7- 1 7 8'C 
APCIMS (m/z) : 550 [(M+H) + ] 

*H-NMR (300MHz, CDClg, 5) : 0.85-1.02 (12H, ■) , 1.90-2.31 (6H, ■) , 3.51 
(4H, ■), 3.68 (1H, ■), 3.81-4.13 (5H, ■) , 4.58 (2H, ■) , 4.92 (1H, dd) , 

7.45 (2H, ■). 
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HJSM12 (I-b-2) OW& 
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Mfc 4 0] 
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;i/-2, 4 -i?t^y- i -tf u y-fe^/i/] - l-^u ;i>-n- [2 - 

[0 2 2 0] 
LSIMS (m/z) : 681 [(M+H) + ]„ 

1 H-NMR (300MHz, CDC1 3 ,5 ) : 0.90-1.09 (12H, m) , 1.44 (9H, s) , 1.90-2.30 
(5H, m), 2.50 (1H, ■) , 3.67 (1H, m) , 3.78 (1H, m) , 4.26 (1H, d) , 4.54-4 

.75 (5B, m), 5.69 (1H, dd) , 5.83 (1H, d) , 7.42-7.57 (4H, m) , 7.66 (1H, d 

), 7.91 (1H, d). 
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LSIMS (m/z) : 625 [(M+H) + ]„ 

h-MR (300MHz, d 6 -DMS0,8 ) : 0.85-1.05 (12H, ■) , 1.70-2.05 (5H, m) , 2. 

38 (1H, m), 3.55 (1H, m) , 3.64 (1H, ■) , 4.32 (1H, dd) , 4.40-4.55 (5H, ■) 

, 5.28 (1H, dd), 5.75 (1H, d) , 7.55 (1H, dd) , 7.64 (2H, m) , 7.90 (1H, d) 

, 8.01 (1H, d), 8.45 (2H, ■) , 12.9 (1H, s) . 
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